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observed in vaccinated populations. Concorri t ant I y, errergence of novel 
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Dl ALOG( R) Fi I a 24: CSA Li f a Sci ancas Abst r act s 
(c) 2010 CSA AI I rts. rasarv. 

0002670048 I P ACCESS! CN NO. 6134246 

Di pht her i a- 1 et anus- per t ussi s (DTP) cotrbi nat i on vaccines and evaluation of 
pertussis i muine responses 

Qodfroid, F; Denoel , P; de Q-ave, D; Schuerrran, L; Pool man, J 

Rasaar ch & Dave! opmant , Q axoSni t hKI i na Bi ol ogi cal s, Rue de I ' I net i t ut 89, 
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5/3, K/ 2 ( 1 1 em 2 f rom f i I e: 24) 
Dl ALOG( R) Fi I e 24: CSA Li f e Sci ences Abst r act s 
(c) 2010 CSA. Al I rts. reserv. 

0002170857 I P ACCESSI CN NQ 4811270 

C^net i c organisation of tine I i popol ysacchar i de O- antigen biosynthesis 
region of Brucella melitensis leiVI (wtol<) 

Qodfroicl, F; Qoeci^aert, A; Tarri ni au, B; Danese, I; Tiber, A; de 
Bol I e, X; IVfertens, P; Letesson, J-J* 

Unite de recherche en bi ol ogi e mDleculaire ( URBI\^ , Labor at oi re 

d' i muinol ogi e et de m cr obi ol ogi e, Facul t es uni ver si t ai r es Not r e Danre de I a 
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(c) 2010 CSA. Al I rts. reserv. 
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Conservation of seven genes involved i n t he biosynthesis of the 
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Qoeckaert, A; Q-ayon, IVt Verger, J-IVt Letesson, J-J; Godfroid, F 
Labor at oi re de pat hoi ogi e infectieuse et i nminol ogi e, I nst i t ut national de 
la recherche agronomque, 37380 Nouzi I I y, France, 
[ mai I t o: cl oeckae@ours. i nra. f r] 
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(c) 2010 CSA. Al I rts. reserv. 

0002037533 I P ACCESSI CN NQ 4624484 

Antigenic Properties of Pept i di c M rri cs for Epitopes of the 

Li popol ysacchar i de f r om Br ucel I a 

De Bol I e, X; Laurent, T; Ti bor , A; QDdfroid, F; V^ynants, V; 
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Letesson, J; IVbrtens, P 

I muinol ogy and M cr obi ol ogy Laboratory, Research Unit in IVbl ecul ar Biology 
(URB^/), University of Nanxir ( FUNDP) , 61 r ue de Bruxelles, IManur , B5000, 
Bel gi urn 
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(c) 2010 CSA. Al I rts. reserv. 

0001921251 I P ACCESS! CN NQ 4433413 

I dent 1 f 1 cat 1 on of t he per osarri ne synt het ase gene of Br ucel la rrBli t ensi s 1 6M 
and 1 nvol verrent of I i popol ysacchari de O si de chai n 1 n Bruce! ! a survi va! i n 
nice and in macrophages 

Qodfroid, F; Tani ni au, B; Danese, I; Denoel , Ph; Ti bor , A; 

V6ynants, V; Qoeckaert, A; Qodfroid, J; Letesson, J-J 

Unite de Recherche en Bi o! ogi e l\/b! ecu! ai r e ( URBI\/) , Labor at oi re 

d' I mnjno! ogi e et 6e M cr obi o! ogi e, Facu! t es Uni ver si t ai r e !\!ot r e Darre de ! a 

Pai X, 61 rue de Bruxelles, B-5000, Namjr, Bel gi urri 
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DOCU^/E^ TYPE: Journal Article 
RECORD TYPE: Abst r act 
LANGUAGE: Engl i sh 
SU^M\RY LANGUAGE: Engl i sh 
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0001787121 I P ACCESSI CN NQ 4223763 
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Denoel, PA; Crawford, RIVt Zygmunt , IVB; Ti bor , A; V^ynants, VE; 
Qodfroid, F; Hoover, DL; Letesson, J-J 

Lab. de M crobi ol ogi e et d' I rmunol ogi e, F. U. N. D. P. , 61, Rue de Bruxel I es, 
B-5000 Narrur, Bel gi um 
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Godfroid, F; Li mst , JN; Letesson, J- J 
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»>KW C opt i on is not aval I abl e in f 1 I e( s) : 399 

8/3, K/1 (Item 1 from fi I e: 399) 
Dl ALOG( R) Fi I e 399: GA SEARCH( R) 

(c) 2010 An^rican Cheni cal Society. All rts. reserv. 
142387960 GA: 1 42( 21 ) 387960r PATENT 

Protein and nucleotide sequences of Bordetella protein BASB232 and its 
t her apeut i c use 

I NVENrOR( ALTHOR) : Cast ado, Q ndy; Denoel , Philippe; Qodfroid, Fabrice; 
Pool man, Jan 
LOGATI ON: Bel g. 

ASSI GNEE: Q axosrri t hkl i ne Bi ol ogi cal s S. A. 

PATENT: PCT I nt ernat i onal ; VD 200532584 A2 DATE: 20050414 

APPLIGATIGN: WO 2004EP1 1 082 ( 20041 001 ) * GB 2003231 1 3 ( 20031 002) *GB 
200323112 (20031002) 

PAGES: 172 pp. CODEN: PI XXD2 LANGUAGE: English 

PATENT CLASSI FI GATI ONS: 
GLASS: A61K-039/ 10A 

DESI GNATED GOUNTRI ES: AE; AG; AL; AlVt AT; AU; AZ; BA; BB; BG; BR; BW BY; 
BZ; GA; GH; GN; GQ GR; GU; GZ; DE; DK; DM DZ; EC; EE; EG; ES; FI ; GB; GD; 
GE; GH; QVt HR; HU; ID; I L; IN; IS; JP; KE; KG; KP; KR; KZ; LC; LK; LR; LS; 
LT; LU; LV; MK] MD; M3; m; MNJ; m ^/K; WZ; NA; Nl ; NQ NZ; CM PG; PH; PL; 
PT; RQ RU; SG; SD; SE; SG; SK; SL; SY; TJ; TM TN; TR; TT; TZ; UA; UG; US; 
UZ; VC; VN; YU; ZA; ZM ZW DESI GNATED REQ CNAL: BW OH; CM KE; LS; m ^^ 
; NA; SD; SL; SZ; TZ; UG; ZM ZW AM AZ; BY; KQ KZ; MD; RU; TJ; TM AT; 
BE; BG; GH; GY; GZ; DE; DK; EE; ES; FI ; FR; GB; GR; HU; IE; IT; LU; M3; NL; 
PL; PT; RO; SE; SI; SK; TR; BF; BJ; CF; OG; CI ; CM GA; GN; QCi OA? M.; IVR; 
NE; SN; TD; TG 



8/3, K/ 2 (Item 1 from fi I e: 357) 
Dl ALGG( R) Fi I e 357: Derwent Bi ot ech Res. 
(c) 2010 Thon^on Reuters. All rts. reserv. 

0368722 DBR Accessi on No.: 2005-14428 PATENT 

I nrrunogeni c conposi t i on, conprises polypeptide of Bordetella 

pertussis or nixture of different B.pertussis, antigens, useful in 
Bordetella disease treatn^nts - a pharmaceutical corrposition 
conprising a reconbinant vaccine against Bordetella pertussis 
useful for infection prevention and therapy 
ALTTHGR: CASTADO C; DENOEL P; QODFFOi D F; POaiVAN J 
PATENT ASSI GNEE: Q_AXOSM THKLI NE BI aCQ GALS SA 2005 
PATE^ NUIVBER: W) 200532584 PATENT DATE: 20050414 WI AOCESSI ON NQ : 

2005-296056 (200530) 
PRI ORI TY APPLI C. NO: GB 200323113 APPLI C. DATE: 20031002 
NATI CNAL APPLI C. NO: W) 2004EP1 1 082 APPLI C. DATE: 20041001 
LANGUAGE: Engl i sh 

I muinogeni 0 corTposi t i on, corrprises polypeptide of Bordetella 
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pertussis or nixture of different B.pertussis, antigens, useful in 
Bordetella disease treatn^nts - a plnarnnaceut i cal conposition 
conprising a recont)inant vaccine against Bordetella pertussis 
useful for infection prevention and therapy 
AUTHOR: CASTADO C; DENOEL P; QODFRQ D F; POaM^N J 

ABSTFiACT: DERVE^ ABSTRACT: NO/ELTY - An i muinogeni c conrposi t i on ( I ) , 
conprises a polypeptide of Bordetella pertussis conrprising an 
am no aci d sequence whi ch has 85% i dent i t y to fully def i ned 737, 812... 

... specification; or a rrixture of 2-9 or 10 different B.pertussis, 
antigens, chosen from Bordetella aut ot ransport er protein, 

Bordetella lipoprotein, Bordetella adhesi n and 
Bordet el I a t oxi n/ i nvasi n; and an exci pi ent . DETAI LED DESCRI PTI CN 
- An i muinogeni c corrposition (I), corrprises: (a) a pol ypept i de. . . 

... 1) sequence given in specification; or (c) a rri xt ure of 2-9 or 10 
different Bordetella, preferably B.pertussis antigens, where the 

antigens are chosen from 2, 3, 4 or 5 groups of proteins chosen from 
(i) Bordetella aut ot ransport er protein chosen from a polypeptide 

sharing at least 70% identity with the sequence of... 

... or 54) and Bi pA and per t act i n or its ant i geni c f r agrrent , pr ef er abl y its 
passenger dorrai n; (ii) Bordet el I a i ron acquisition protein chosen 
from a polypeptide sharing at least 70% identity with any one... 

. . . SEQ I D Nos. 2- 28 ( even SEQ I D nurrber s) ) or i t s ant i geni c f r agrrent ; ( i i i ) 
a Bordetella lipoprotein chosen f r om a pol ypept i de shar i ng at 

I east 70% i dent i t y t o any one of 22. . . 
. . . et c. ( SEQ I D Nos. 56- 98 ( even SEQ I D nunter s) ) or i t s ant i geni c f r agn^nt ; 
( i v) Bordetella adhesi n chosen fromFHA, fintriae 2 and/ or 3, 
per t act i n and Br l<A or its ant i geni c f r agment ; and ( v) Bor det el I a 

t oxi n/ i nvasi n or antigens involved in t oxi n/ i nvasi n secretion chosen 

from pertussis toxin, adenylate cyclase, der rronecr ot i c toxin ( Dnt ) , 
Type I I I ss or I i popol ysacchar i de or i t s ant i geni c f r agrrent , where the 

Bordet el la ant i gens in t he i mrunogeni c corrposi t i on do not consi st 

of any cont)i nat i on of 2, 3, 4. . . 

...polypeptide of (SEQQ-oup 2). The polypeptide is part of a larger fusion 
protei n. The Bor det el I a I i poprotei n i s M t A, IVI t B, VacJ, QtI A or 
Pep, or their antigenic fragn^nt. (I) conrprises a... 

... is expressed during the Bvg+ early phase, Bvg+ late phase, Bvgi or Bvg- 
phase of Bordetella infection. (I) further corrprises diphtheria 
toxoid and tetanus toxoid, FRF capsular oligosaccharide or 
pol ysacchar i de f rom . . 

... useful in the preparation of a medi canent for use i n t he treatment or 
prevention of Bordetella disease. (1) and (II) are useful for 
treating or preventing Bordetella infections such as B.pertussis, 
B. par aper t ussi s or B. br onchi sept i ca infections, by adninistering (II) 
to. . . 

DESCRI FTCRS: reconbinant vacci ne pr ep. , Bor det el I a per t ussi s, 

aut ot r anspor t er protein, lipoprotein, adhesi n, toxin, i nvasi n, 

exci pi ent , hepatitis A virus, attenuation, phar rraceut i cal corrp. , appi 

? E AU= DENOEL, FH? 
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51 1 9 RD ( uni que i t errB) 
? T S11/3, K/ 1-9 

»>KW 0 opt i on is not aval I abl a in f i I a( s) : 399 

11/3, K/ 1 ( I tarn 1 from fi I a: 24) 
Dl ALOG( R) Fi I a 24: GSA Li f a Sci ancas Abst r act s 
(c) 2010 GSA. All rts. reserv. 

0003404273 I P ACCESSI CN NO. 8616170 

Protective activity of the Bordet el I a pert ussi s Br kA aut ot r anspor t er 
i n t he rrur i ne I ung col oni zat i on rrodel 

IVbrr, Ni co; 0 i ver , David C; Laurent, Vi nci anne; Pool rran, Jan; 

Denoel , Philippe; Fernandez, Rachel 0 

Depart n^nt of M cr obi ol ogy and I mnjnol ogy, University of British Col unti a, 
2350 Health Sciences ^/bl I , Vancouver, BC, Canada V6T 1Z3, 
[ mai I t o: r achel f (g) nt er change, ubc. ca] 

Vaccine, v 26, n 34, p 4306-4311, August 2008 
PUBLI CATI ON DATE: 2008 

PUBLISHER: Elsevier Science, The Boulevard Langford Lane Kidlington O<ford 
C&<5 1GB UK, [ rrai 1 1 o: usi nf o-f @l sevi er . corrj , [ URL: ht t p: // www. el sevi er . nl ] 

DOCU^/E^ TYPE: Journal Article 

RECORD TYPE: Abst r act 

LANGUAGE: Engl i sh 

SU^M\RY LANGUAGE: Engl i sh 

I SSN: 0264- 41 OX 

ELECTRCNI C I SSN: 1 873- 251 8 
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Fl LE SEQVEIVr: Bact er i ol ogy Abst r act s (Mcrobiology B) ; I muinol ogy Abst r act s 

Pr ot ect i ve act i vi t y of the Bor det el I a per t ussi s Br kA aut ot r anspor t er 
in t he rrur i ne I ung col oni zat i on nx)del 

IVbrr, Ni co; 0 i ver , David C; Laurent, Vi nci anne; Pool rran, Jan; 
Denoel , Philippe; Fernandez, Rachel C 



ABSTRACT: 

This study exam ned the vaccine potential of the aut ot r anspor t er protein 
BrkAof Bordet el I a pert ussi s i n t he subl et hal intranasal nrurine 
respi rat ory chal I enge nnodel of infection. Fi ve di f f er ent acel I ul ar 
pert ussi s. . . 

...DESCRIPTORS: rrodel s; BrkA protein; 0 i ni cal isolates; Colonization; 
Diphtheria; HennaggI ut i ni ns; Infection; Lung; Pertussis; Respiration; 
Tetanus; Toxoids; Vaccines; Bor det el I a per t ussi s 



11/3, K/2 (Item 2 from file: 24) 
DI ALC(3( R) Fi I e 24: CSA Li f e Sci ences Abst r act s 
(c) 2010 CSA. Al I rts. reserv. 

0002868736 I P ACCESSI CN NQ 6972848 

Conparison of acel I ul ar pertussis vacci nes- i nduced imuinity against 
infection due to Bordetella pertussis variant isolates in a rrouse 

model 

Denoel, Philippe; Qodfroid, Fabrice; Qji so, Nicole; Hal I ander , 
Hans; Pool nnn, Jan 

Resear ch & Devel opn^nt , Q axoSrri t hKI i ne Bi ol ogi cal s, Rue de I I nst i t ut 89, 
1330 Rixensart, Belgium [ nni 1 1 o: phi I i ppe. denoel @skbi o. con^ 

Vaccine, v 23, n 46-47, p 5333-5341, 2005 
PUBLI CATI CN DATE: 2005 

PUBLISHER: But t er wort h- Hei nemann, 313 V\&shington St. Ne\wt on 02158 USA 

DOCU^/E^ TYPE: Journal Article 
RECORD TYPE: Abst r act 
LANGUAGE: Engl i sh 
SU^M\RY LANGUAGE: Engl i sh 
ISSN: 0264- 41 OX 

FI LE SEGVENTT: Bacteriology Abstracts (Mcrobiology B) ; I muinol ogy Abstracts 
Conparison of acel I ul ar pertussis vacci nes- i nduced inminity against 
infection due to Bordetella pertussis variant isolates in a mouse 
model 

Denoel, Philippe; Godfroid, Fabrice; Qji so, Nicole; Hal I ander , 
Hans; Pool man, Jan 



ABSTRACT: 

observed in vaccinated populations. Conconri t ant I y, emergence of novel 
pertussis toxin and per tact in types in circulating Bordetella 
pertussis isolates was noticed. In this study, imuinity induced by 
acel I ul ar vacci nes agai nst i nf ect i on due. . . 

DESCRIPTORS: Vaccines; Pertussis; Inrrrunity; Infection; Animal models; 
Adolescence; per t ussi s t oxi n; Pi I i ; Bor det el I a per t ussi s 
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11/3, K/3 (Item 1 from fi I e: 399) 
Dl AL0(3( R) Fi I e 399: GA SEARCH( R) 

(c) 2010 Arrerican Chenri cal Society. All rts. reserv. 
146099123 GA: 146(6) 991 23k PATENTT 

I muinogeni c corrposi t i on cont ai ni ng Nei sser i a meni ngi t i di s capsul ar 
sacchar i des 

I NVENTOR( AUTHOFQ : Bi emans, Ralph Leon; Boutriau, Donri ni que; Capi au, 
Garine; Denoel , Philippe; Duvivier, Pierre; Pool rran, Jan 

LOGATI GN: Bel g. 
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Nei sser i a oBni ngi t i di s capsul ar pol ysacchar i de vacci ne conj ugat e 
I NVE\n"OR( ALTTHOR) : Bi en^ns, Ralph Leon; Boutriau, Donl ni que; Capi au, 
Garine; Denoel, Philippe; Duvivier, Pierre; Pool rran, Jan 
LOGATI GN: Bel g. 

ASSI GNEE: Q axosni t hkl i ne Bi ol ogi cal s S. A. 
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Dl ALOQ( R) Fi I e 399: CA SEARCH( R) 

(c) 2010 American Chem cal Society. All rts. reserv. 
146099120 CA: 1 46(6) 991 20g PATEISTT 

I mnjnogeni c conposi t i on cont ai ni ng Nei sser i a meni ngi t i di s capsul ar 

pol ysacchar i des 

I NVENrrOR( AUTHOR) : Bi emans, Ralph Leon; Boutriau, Donri ni que; Capi au, 
Carina; Denoel , Philippe; Duvi vi er , Pierre; Pool rran, Jan 
LOGATI CN: Bel g. 

ASSI GNEE: Q axosrri t hkl i ne Bi ol ogi cal s S. A. 

PATEISTT: PCT I nt er nat i onal ; VO 200700342 A2 DATE: 20070104 
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11/3, K/6 (Item 4 from fi I e: 399) 
Dl AL0i3( R) Fi I e 399: CA SEARCH( R) 

(c) 2010 Anerican Cheni cal Society. AM rts. reserv. 
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ABSTRACT: Mjcosal DTPa vaccines, especially intranasal vaccines, conprising 
(a) a di pht her la ant i gen, a t et anus ant i gen and an acel I ul ar 
pertussis antigen, and ( b) a detoxified rait ant of cholera 
toxin (CT) or E. coll heat labile toxin ( LT) . Conponent ( b) acts as a 
nxicosal adjuvant. The aoell ul ar pertussis antigen preferably 
conprises pertussis holotoxin ( PT) and f i I annent ous haerragg! ut 1 ni n ( 
FHA) and, optionally, per tact in. The rrucosal I y- del i ver ed 
confined DTPa fornvilation is capable of generating a level of 
protection against B. pertussis infection equivalent to that 
observed by al urr> adj uvant ed parenteral adrri ni st r at i on. 

DESCRI PTORS: 

ORGWslI Sl\/B: Bor det el la per t ussi s ( Al cal i genaceae. . . 
DI SEASES: Bor det el la per t ussi s i nf ect i on. . . 
CHEM GALS & Bl OCHEM GALS: ... per t act i n; ... 

. . . di pht her i a ant i gen; . . . 

. . . t et anus ant i gen; . . . 

. . . acel I ul ar pert ussi s ant i gen; . . . 

. . . nxicosal DTPa vacci ne { di pt her i a t et anus acel I ul ar per t ussi s 
vacci ne 
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18144623 BICSISNQ: 200500051688 

Adj uvant i ci t y of native and detoxified adenylate cyclase toxin of 

Bordetella pertussis towards co- adnri ni st er ed antigens 
ALTTHGR: ^/bcDonal d- Fyal I Julia; Xing Dorothy; Corbel M chaei ; Bai I I i e Susan; 

Par ton Roger; Coot e John (Reprint) 
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JGURNAL: Vaccine 22 (31-32): p4270-4281 CCt ober 22, 2004 2004 
^/EDI m pr i nt 

I SSN: 0264- 41 OX _( I SSN pr i nt ) 
DGCUIVENTT TYPE: Arti cl e 
RECORD TYPE: Abst r act 
LAI^GUAGE: Engl i sh 

Adj uvant i ci t y of native and detoxified adenylate cyclase toxin of 
Bordetella pertussis towards co- adrri ni st er ed antigens 

ABSTRACT: The eel I - i nvasi ve adenylate cyclase toxin (CVaA) of 
Bordetella pertussis was shown to be highly antigenic 
i n ni ce, st i nxil at i ng ser urn ant i - CyaA I gG ant i body r esponses whi ch wsr e 

abl e to neut r al i se t he. . . 

...fully f unct i onal CyaA t oxi n or at oxi n I acki ng adenyl at e cycl ase enzynl c 
activity (CyaA*) with other antigens fromB. pertussis, 
nanBl y pertussis toxin ( PT) or pertussis toxoid ( PTd) , 
f i I anBnt ous haemaggl ut i ni n ( FHA) and per tact in ( PRN) , was 
investigated. CyaA* enhanced the ser urn I gG ant i body responses to each of 
t hese ant i gens wher eas, wi t h CVaA, onl y ant i - PRN ant i body t i t r es 
showed a rrodest increase. Peritoneal rracrophages and... 
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...nitric oxide (NO) and I FNgamna production, respectively, after 
St i nxil at i on in vitro wi t In heat - ki I I ed B. pertussis cells or CyaA 
proteins. NO and I FNganma production were higher in cells collected from 
m ce i nrruni sed wi t h CyaA or CyaA* i n corrbi nat i on \wi t h a PT, 
FHA and PFIN ant i gen m xt ur e t han f r om t hose t aken f r om nri ce 
injected with antigen mxture alone, again with CVaA* acting as a 
better adjuvant than CVaA. The apparent enhancerrsnt of i nmrune responses 
1 0 t he antigen mxture by CyaA* in particular was not paralleled by 
increased protection of rri ce against aerosol challenge wi t h B. 
pertussis, but a statistically significant increase in protection 
was seen after intranasal challenge with B. parapertussis... 

DESCRI PTORS: 

ORGANI SIVB: Bor det el I a par aper t ussi s ( Al cal i genaceae. . . 

. . . Bor det el la per t ussi s ( Al cal i genaceae 
Dl SEASES: Bor det el I a i nf ect i on. . . 
N/ESH TERVB: Bor det el I a I nf ect i ons ( IVfeSH) 
CHEM GALS & Bl OCHEM CALS: ... ant i gen; ... 

. . . i muinogl obul i n G . . 

. . . pert act i n- - . . . 

. . . pert ussi s t oxi n. . . 

. . . pert ussi s t oxoi d 
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17715372 BICSISNQ: 200400084141 

I muinogeni ci t y of a conti ned di pht her i a- 1 et anus- acel I ul ar 

pertussis vaccine in adults. 
AUTHOR: Van DanrrB Pierre (Reprint); Burgess IVbrgaret 
AUTHOR ADDRESS: Epidemiology and Social IVfedi ci ne, Faculty of IVfedi ci ne, 

University of Antwerp ( Ul A) , Centre for the Evaluation, V\HO Col I abor at i ng 

Centre for Prevention and Control of Viral Hepatitis, Uni ver si t ei t spl ei n 

1, B-2610, Antwerp, Bel gi unf * Bel gi um 
AUTHOR E- m\ L ADDRESS: pi er r e. vandamTB@ia. ac. be 
JOURNAL: Vaccine 22 (3-4): p305-308 2 January, 2004 2004 
VEDI UM pr i nt 

I SSN: 0264- 41 OX _( I SSN pr i nt ) 

D0cu^/E^rr type: Artl cI e 

RECORD TYPE: Abst r act 
LANGUAGE: Engl i sh 

I nrrunogeni ci t y of a contii ned di pht her i a- 1 et anus- acel I ul ar 
pertussis vaccine in adults. 

ABSTRACT: Two clinical studies were undertaken to evaluate the 

i nrrunogeni ci t y of an adult -type dTpa booster vaccine ( Boost r i xTM by 
G axoSni t hKI i ne Bi ol ogi cal s) . Bl ood sanpl es t aken pr i or . . . 

...respectively. IVbreover, about one- third of the vacci nees had no 
detectable levels of antibodies to pertussis toxoid ( PT) or 
per tact in ( PRN) . One rront h post - vacci nat i on, rrore than 93% of all 
individuals, regardless of age or... 

...vaccine ( Boost r i xTI\/) , rrare than 98% were found to be seropositive for 
antibodies t o al I three pertussis antigens ( PT, filamentous 
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haeirogl ut t i n ( FHA) , and PRN) . These data suggest that imuinity to 
diphtheria, tetanus and pertussis (DTP) in adults wanes and that 
booster vaccination wi t h an adult -type corrbi ned dTpa vaccine would 
boost the serological response to diphtheria antitoxin, tetanus antitoxin 
and antibodies to Bordetella pertussis FT, FHA and PFiN. 

DESCRI PTORS: 

0FO\NI Sl\/B: Bor det el la per t ussi s ( Al cal i genaceae. . . 
...DISEASES: pert ussi s-- 

CHEM GALS & Bl OCHEM GALS: . . . vacci ne, Q axo- Srri t hKI i ne Bi ol ogi cal s, 
cont)i ned di pht her i a- 1 et anus- acel I ul ar pertussis vaccine, 

i nrrunogeni city; ... 

. . . pert ussi s t oxoi d 
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pertussis phagocytosis by neutrophils 
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DOGUr^NT TYPE: N/feeting; l\/feet 1 ng Abst r act 

RECORD TYPE: Abst r act 
LANGUAGE: Engl i sh 

Ant i - pert act i n antibodies are crucial for efficient Bordetella 
pertussis phagocytosis by neutrophils 

ABSTRACT: Bordetella pertussis ( B. pertussis) i s t he 

et i ol ogi c agent of whoopi ng cough, a di sease t hat is re- emer gi ng in many 
par t s of t he wor I d despi t e high I evel s of vacci nat i on. New acel I ul ar 
vaccines containing different cont)i nat i ons of purified virulence 
factors are being developed. Serological correlates of protection have 
been described for various antigens currently proposed as acel I ul ar 
pertussis vaccine conponents, such as pertussis toxin ( PTx) , 
f i I anBnt ous hennggl ut i ni n (FHA), per tact in (Prn) and firrbriae 
( Fi n| . However, the nBchani sm of protection is poorly understood. 
Phagocytosis represents an... 

...defense nBchani sm Vt recently demanst rated the presence of specific 
antibodies to be crucial for B. pertussis phagocytosis and 
phagocyte activation followed by bacterial killing. I n t he present study 
we investigated which B. pertussis antigens induce opsonic 
antibodies. For this purpose, pre and post i muine sera from 
pertussis vacci nees (age: 4 years old) were tested for their 
ability to induce B. pertussis phagocytosis. Sera antibody titers 
against Prn, FHA, PTx, and Fimwsre determned by ELI SA. 
Phagocytosis vwas quantified by a tvwD-color flow... 

...correlation was found between phagocytosis rates and antibody titers 
against Prn but not against other antigens. To further investigate 
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the influence of ant i - Pr n antibodies on B. pertussis pinagocyt osi s, 
sel ect ed ser a wer e depi et ed of ant i bodi es agai nst ei t Iner Pr n or Fi m by 
incubation wi t In the respective purified antigen. Solely sera 
depleted of antibodies against Pr n showed a drastic decrease in its 
abi I i t y to... 

. . . Consi St ent wi t h t hese r esul t s, ser a wi t h hi gh opsonophagoci tic act i vi t y, 
as tested using wild type B. pertussis, failed to propnote 
phagocytosis of a B. pertussis strain defective i n Prn expression. 
Tal<en together these data indicate Prn as a crucial antigen for 
ant i body- nnedi at ed phagocytosis of B. pertussis. These results 
provide biological basis for clinical observations that have denronst r at ed 
a close correlation between... 

DESCRI PTORS: 

0FO\NI SIVB: Bor det el la per t ussi s ( Al cal i genaceae. . . 
CHEM CALS & Bl OCHEM CALS: ant i - per t act in ant i bodi es. . . 

. . . ant i gens; 
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Bor det el I a pertussis and Bordetella parapertussis 

infections in a respiratory mouse model 
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The ef f i cacy of a whol e eel I per t ussi s vacci ne and f i rrbr i ae agai nst 
Bordetella pertussis and Bordetella parapertussis 
infections in a respiratory mouse model 

ABSTRACT: Due to local and syst erri c si de- ef f ect s, the currently used, 
highly effective, whole- eel I pertussis vaccines (VCVs) will be 
replaced by acel I ul ar vaccines (ACVs) in some countries. These ACVs 
contain detoxified pertussis toxin, either alone or in 
conbi nat i on wi t h t he f i I an^nt ous haen^ggl ut i ni n, pert act i n 
and finbriae. Ongoing clinical trials show t hat ACVs are clearly less 
react ogenic than \ACVs, and that ACVs conTorised of three to five proteins 
are highly efficacious in inducing protection against Bordetella 
pertussis infections. An inportant unresolved question is, what the 
ef f ect wi I I be of t he swi t ch f r om VCVs t o ACVs on t he i nci dence of 
Bordetella parapertussis infections, the second causative agent of 
pertussis. Aconparison of the efficacy of \rtCVs and ACVs against B. 
parapertussis infection is required to answer this question. V\fe show t hat 
the Dutch \ACV, although prepared fromB. pertussis strains, 
protects against B. parapertussis infection in a nxirine respiratory 
model, although less efficiently than against B. pertussis 
infection. It was shown previously that the ACV corrponent s 
pertussis toxin, FHA and per tact in did not protect 

against B. parapertussis infection in a rrurine respiratory rradel . V\fe have 
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investigated tine efficacy of two ot Iner ACV conponent s, B. pertussis 
ser ot ype- 2 and - 3 f i ntr i ae agai nst B. par aper t ussi s i nf ect i on in t Ine 
nxir i ne nx)del . Tine B. per t ussi s f i ntr i ae pr ot ect ed m ce agai nst B. 
parapertussis infection al t Inougin less efficiently than against B. 
pertussis infection. This result indicates that B. pertussis 
and B. parapertussis fintriae are ant 1 gen! call y distinct. B. 
pertussis firrbriae were found to be as efficacious as the V(W 
against B. pertussis infection. CXjr results are discussed i n t he 
light of the switch fromVCVs to ACVs. 

DESCRI PTORS: 

ORG^NI SIVB: Bor det el I a- par aper t ussi s ( Al cal i genaceae. . . 

. . . Bor det el I a- per t ussi s ( Al cal i genaceae 

Dl SEASES: Bor det el I a par aper t ussi s i nf ect i on. . . 

... Bor det el la per t ussi s i nf ect i on 

r^SH TERVB: Bor det el I a I nf ect i ons ( IVbSH. . . 

... Bor det el I a I nf ect i ons ( r^SH) 
CHEM GALS & Bl OCHEM GALS: whol e eel I pert ussi s vacci ne. . . 

... Bor det el I a f i rrbr i ae vacci ne 
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Vaccine- and ant i gen- dependent type 1 and type 2 cytokine induction 
after prirrary vaccination of infants with whole- eel I or acel I ul ar 
pert ussi s vacci nes 

ABSTRACT: Cytokine profiles were exani ned 1 nx)nt h after primary vaccination 
of i nf ant s wi t h a whol e- eel I per t ussi s vacci ne ( wP) ( Connaught ) or 
either of two acel I ul ar pertussis vaccines, aP-Chiron Bi oci ne 
(aP-CB) or aP- Sni t hKI i ne Beecham ( aP- SB) , each conbi ned with 
di pht her i a- 1 et anus toxoids ( DT) , in Bordetella pertussis 
ant i gen- St i nxil at ed or unstinxilated peripheral blood nx)nonucl ear 
cells ( PBIVC) . Pertussis toxin ( PT) , f i I annent ous hemagglutinin ( 
FHA) , and per tact in ( PRN) were used as antigens, and 

t he Chi I dr en wer e def i ned as r esponsi ve when t hei r PBIVC pr ol i f er at ed in 

response to these antigens. The controls were either children who 

r ecei ved onl y DT or chi I dr en who r ecei ved pert ussi s vacci ne but 

whose PBIVC di d not pr ol i f er at e upon st i nrul at i on wi t h B. per t ussi s 

antigens ( unr esponsi ve chi I dr en) . Ant i gen- st i mil at ed PBIVC of 

responsive wP recipients were characterized by an elevated production of 

T- hel per . . . 
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. . . aP vacci ne- r esponsi ve r eci pi ent s showed, i n addi t i on to t he el evat ed 
IFN-gamTH production, a consistent, ant 1 gen- dependent production of 
t ype 2 cyt oki nes ( I L- 4 and I L- 5) , wi t h PRN be! ng t he nx)St and FT bei ng 
the least effective antigen. Type 2 cytokine induction was rror e 
pr onounced i n aP- SB t han i n aP- CB r eci pi ent s. . . 

...44 pg/ n1 ( msan +- standard error for five subjects each), respectively, 
after PRN st 1 nvil at 1 on) . Appreciable, ant 1 gen- unst 1 nrul at ed 
( const 1 1 ut 1 ve) I FN- ganmna pr oduct 1 on was al so det ect ed 1 n PBfJC cul t ur es of 
all vacci nees. However, this spontaneous I FN- garrrra production was, in 
HDSt vacci nees, significantly lower than the ant i gen- dr i ven 
cytokine production. In contrast, no constitutive type 2 cytokine 
production was ever observed in any vaccine group. PBIVC f r om t he two 
control groups (either DT or pertussis vaccine recipients) did not 
show any type 2 cytokine production, while IFN-gamTa production was 
conparable in both ant i gen- st i mjl at ed and unstimjiated conditions. 
Absence of type 2 cytokines and I ow I eve! s of constitutive IFN-garrnH 
production were also seen in pr evacci nat i on children. Thus, 
per t ussi s vacci nes i nduce in i nf ant s a basi cal I y t ype 1 cyt oki ne 
profile, which is, however, accorrpani ed by... 

. . . expr essed by aP- SB t han by aP- CB r eci pi ent s, and wi t h PRN t han wi t h 
ot her ant i gens, and t hey ar e m ni rrHll y expr essed in wP r eci pi ent s 
and wi t h FT as ant i gen. Cur dat a al so hi ghl i ght a const i t ut i ve 
I FN- gamTB pr oduct i on in i nf ancy, whi ch nri ght r ef I ect nat ur al . . . 

...and which rray have an i rrpact on T- hel per - eel I cytokine pattern 
polarization consequent to pertussis vaccination. 

DESCRI PTORS: 

CFO\NI SIVB: Bor det el la per t ussi s ( Al cal i genaceae. . . 
CHEM GALS & Bl CCHEM GALS: 

M SCELLANEOUS TERN/B: ACELLULAR PERTUSSI 8 VACCI NE. . . 

. . . ANTI GEN- DEPENDENT TYPE 1 CYTCKI NE I NDUCTI CN. . . 

. . . A^l GEN- DEPENDED TYPE 2 CYTCKI NE I NDUCTI CN. . . 

. . . PERTACTI N; . . . 

. . . PERTUSSI S TOXI N. . . 

. . . WaE- CELL PERTUSSI S VACCI NE 
CCNGEPT CCDES: 
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...study for the evaluation of enzytTE- 1 i nked i mrunosor bent assays used to 
nBasure human antibodies to Bordetella pertussis 
ant i gens 

ABSTI^CT: Acel I ul ar pertussi s vacci nes are be! ng evai uat ed i n 
nxil t i pi e cl i ni cal st udi es, and hunnan i nrrrunogeni oi t y dat a wi I I 
likely be pivotal i n t he appraisal of vaccine responses betvwsen 
populations and the responses to different vaccine conrbi nat i ons. 
Antibody response to pertussis antigens is also used i n t he 
diagnosis of pertussis. An international study was designed to 
assess the conpar abi I i t y of data generated in different laboratories... 

...linked i mrunosor bent assays ( ELI SAs) . Thirty- three participating 
laboratories were asked to quant it ate specific antibody to 
pertussis toxin ( PT) , f i I arrsnt ous herraggl ut i ni n ( FHA) , 
per tact in (PRIM), or finbrial proteins ( Fl IV) i n 21 sanrpi es. Sarrpl es 
were to be assayed in triplicate... 

...and regression analyses suggest that sorrB laboratories generated 
comparable quantitative results, although direct conpar i son or 
conti nat i on of results f r om di f f er ent laboratories renrains 
difficult to support. Calibration to the U.S. Reference Pertussis 
Antisera appears to have been successful at standardizing the results in 
son^ laboratories. Statistical analyses... 

DESCRI PTORS: 

ORC^I Sl\/B: Bor det el la per t ussi s ( Al cal i genaceae. . . 
CHEM CALS & Bl OCHEM GALS: 

M SCELLANEOUS TERVB: ACELLULAR PERTUSSI S VAOCI NE. . . 

... I ^MJNOGENI CI TY; 
CCNCEPT CODES: 
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AUTHOR: Rappoul i R no (Reprint); Podda Audi no; Pizza IVbr i agr azi a; Covacci 

Antonello; Bartoloni Antonella; De l\/bgi st r i s l\/br i a Ter esa; Nenci oni 

Luci ano 
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ISSN: 0264- 41 OX 
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...ABSTRACT: developed by vaccine conpani es and research laboratories; all 
of t hem cont ai n a det oxi f i ed f or m of per t ussi s t oxi n ( PT) t hat may 
be present alone or cont)i ned with one or more other non- toxic 
proteins, such as f i I an^nt ous haennggl ut i ni n ( FHA) , per tact in 
(69 kDa) , and the agglutinogens ( AGG) . IVbst of the vaccines contain a PT 
that has been inactivated by chemical treatment, a process that reduces 
the i muinogeni ci t y of the molecule and nay not conpl et el y elirrinate 
the risk of reversion to toxicity. To avoid these problems, we have 
constructed by genetic rrnni pul at i on a rrut ant of Bordetella 
pertussis that produces a non- toxic form of PT. This rrol ecul e 
( PT-9K/ 12901) cental ns two. . . 
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. . . Fol I owi ng ext ensi ve pr eel i ni cal st udi es, whi ch have shown t hat 
PT- 9K/ 1 29G is saf e and rror e ant i geni c t han the t oxi n t r eat ed wi t h 
cheni cal agents, this nx)l ecul e was tested for safety and 
i muinogeni ci t y in adult volunteers, 1 8- nx)nt h- ol d children and 
2-nx)nth-old infants. The molecule has been tested alone, conrbi ned 
wi t h FHA and pert act 1 n and al so corrbi ned wi t h 

di pht her i a and t at anus t oxoi ds. I n al I clinical studies PT- 9K/ 129G pr oved 
to be safe and nnore i nmojnogeni c than chenri cal I y detoxified PT 
nx)l ecul es. These r esul t s i ndi cat e t hat PT- 9K/ 129G bel ongs t o a. . . 

DESCRI PTORS: 

ORG^NI SIVB: Bor det el la per t ussi s ( Al cal i genaceae. . . 
CHEM GALS & Bl CCHEM GALS: 

M SCELLANEOUS TERVB: . . . DI PHTHERI A TCXQ D OCIVBI NATI CN; . . . 

... I IVMJNOGENI CI TY; ... 

. . . PERTACTI N; . . . 

. . . PERTUSSI S TCKI N. . . 

. . . TETANUS TCXa D OCIVBI NATI CN; 
OCNCEPT CODES: 
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Q/erviewof Recent 0 i ni cal Trials of Acel I ul ar Pertussis Vaccines 
ABSTRACT: 

will therefore have to be conpared on efficacy criteria. Ideally, 
acel I ul ar vaccines with the ni ni nxim ant i gen content necessary to 
ensure opt i mum pr ot ect i on should be used in order to avoid adni ni st r at i on 
of superfluous antigens to children and to sinTDlify licensing and 
batch release procedures. Cn the basis of the evidence so far available it 
seems unlikely that monoconponent pertussis toxin ( PT) vaccines 
provide optimal protection and that nxil t i conponent vaccines are needed to 
achi eve a. . . 

...cell vaccine. It is unclear whether all two corrponent vaccines 
cont ai ni ng PT and f i I arrent ous haerraggl ut i ni n ( FHA) have si rri I ar 
efficacy but on the available evidence the safest option for policy rrakers 
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would seem to be to use a vaccine wi t h at least three conponents, PT+ 

FHA+per t act i n. Ther e i s now good evi dence t hat t he f i ve 

conponent vaccine which contains agglutinogens 2 and 3 in addition to PT/ 

FHA and pert act in provides the best protection and is the only 

acel I ul ar vaccine whose efficacy notches that of... 

...use for Sonne decades and their ability to protect against t r ansrri ssi on 
as well as clinical pertussis has ennerged. The decision to replace an 
ef f ect i ve whol e- eel I vacci ne by an acel I ul ar vacci ne. . . 
. . . quest i on of val ue f or nnoney and t he ease wi t h whi ch acel I ul ar DTP 
vaccines can be confined with conjugate polysaccharide vaccines such 
as HaenDphi I us influenzae type b. Wiat ever the decision of policy... 

DESCRIPTORS: Pertussis; Vaccines; I rrnuni zat i on; Bordetella 
pert ussi s 

I DEIsm Fl ERS: acel I ul ar pert ussi s vacci ne 
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Safety and i mrunogeni ci t y of a conti ned 

di pht her i a- 1 et anus- acel I ul ar per t ussi s- hepat i t i s B vacci ne 

adnri ni St ered according t o t wo di f f er ent prirrary vaccination schedules 

ABSTRACT: 

The r eact ogeni ci t y and i muinogeni ci t y of a tetravalent 
di pht her i a- 1 et anus- acel I ul ar per t ussi s- hepat i t i s B ( DTPa- HB) vaccine 
(SnIthKline Beechan^ were studied in 565 infants i nrruni zed according to... 

...0 degree C. Both schedules proved satisfactory in obtaining high levels 
of antibodies against all antigens. The rates of serologic response 
against the different antigens reached 100% in both groups. Antibody 
tit res against all vaccine conponents were elevated following both... 

...the third dose of vaccine geon^tric msan antibody litres (GMTs) against 

D toxoid, f i I an^nt ous haemaggi ut i ni n (FHA), per tact in ( PRN) and 

hepat i t i s B ( HB) wer e si gni f i cant I y hi gher i n t he 3, 5, 11 gr oup t han. . . 

...at 6 months of age in infants i rrnuni zed at 3, 5 and 11 rronths, but 
FHA and PRN war e wi t hi n t he r ange of a DTPa vacci ne wi t h pr oven 
efficacy. V\fe conclude that DTPa- HB vacci ne was safe, well tolerated and 
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highly i nmojnogeni c. Both vaccination schedules (2, 4, 6 and 3, 5, 
can be considered suitable for... 

DESCRIPTORS: hepatitis B virus; diphtheria; tetanus; pertussis; 
vaccines; infants; diphtheria; tetanus; pertussis; vaccines 
hepat i t i s B; Bor det el la per t ussi s; Q ost r i di urn t et ani ; 
Cor ynebact er i unn di pht her i ae; Hepatitis B virus 
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